understand how a decision may be influenced by the patient's particular circumstances and personality.
It might be thought that the large quantity of testosterone given with the thiotepa played a part in producing the responses observed. The possibility cannot be excluded, and it is probable that this substance was partly responsible for the subjective benefit so often seen. If, however, testosterone was also responsible for the objective remissions produced, one would expect some relationship to exist between response to it at a previous stage and subsequent benefit from thiotepa (Table IV) : this was not found. On the other hand, the fact that hypophysectomy and thiotepa were effective in similar types of disease suggested an endocrine basis for its action.
We have been unable to note any relationship between the clinical outcome of treatment and the dose of drug administered or the marrow depression produced. This may mean either that similar clinical results could be obtained by a reduced dosage, with possibly a smaller mortality, or that our data are inadequate because of the small number of patients. Improved results might be obtained by increasing the maximum dose (285 mg.) of thiotepa in patients who at that level of dosage did not show a serious depression of their blood counts. This would certainly increase the lethal effect of the drug, and in view of the alternative and, as it seems to us, superior methods of treatment, could not be justified.
Can the treatment be made safer ? Table III shows that a rapid fall in the blood count to levels necessitating cessation of therapy did not give much information about the ultimate depth of marrow depression. Thus 13 (56%) out of 23 patients able to tolerate doses between 166 and 225 mg. showed eventual severe depression, while those given 226 to 285 mg. showed a similar result. It must be concluded that about half the cases treated will suffer a dangerous degree of marrow depression, and it is difficult either to prevent it or to predict when it will occur. The only way to make treatment safer would be to raise the white-cell and platelet levels at which treatment is stopped. It is likely that this would reduce the number of remissions.
We cannot recommend second courses of treatment. The mortality produced (5 deaths out of 13 cases) was high, though it must be admitted that these cases had very advanced disease and were in poor general condition.
Summary The results of treatment with thiotepa and testosterone in 46 patients suffering from advanced breast cancer have been presented. The mortality rate was 11%, and an overall remission rate of 37 %, lasting an average of 7.5 months, was obtained. It appeared that premenopausal women with a slowly evolving disease and metastases in bone were more likely to respond to this form of therapy. The hazards and protracted nature of treatment were comparable to those from hypophysectomy, but it was concluded that the results were inferior to those of the operation.
We wish to thank Dr. G. A. Lynch for his co-operation in producing the series; Dr. A. T. Barker, whose supervision of in-patients was invaluable; and Dr. G. F. Tinsdale and his staff, who performed many clinico-pathological studies, without which the investigation would have been impossible. We also thank the nursing staffs of the Northern Ireland Radiotherapy Centre and Ward 22 of the Royal Victoria Hospital, Belfast, for carrying out the large amount of work the treatment placed on them. Our appreciation also goes to Mrs. Convey for secretarial help. During the spring of 1958 a representative sample of the rural population of St. Kitts, W.I., aged 20-49 years was studied with reference to cardiovascular disease, and with special reference to distribution of btood pressure, prevalence, and severity of hypertension. Findings in this negro group were that means of arterial pressure and prevalences of hypertension were greater than in white populations of like age; associated hypertensive disease was not regarded as severe. Supporting data, including detailed descriptions of the population sample, are published elsewhere (Schneckloth et al., 1962 (Groom et al., 1959) .
Serum Cholesterol
Duplicate analyses were done on sera from 445 subjects. Samples were preserved by the air-dried filterpaper method of Anderson and Keys (1956) and determinations done by adapting the method of Abell et al. (1952) . Although samples were obtained an hour or more after meals, none of the sera was lipaemic.
Results are summarized in Table III a "menopausal" rise that occurs in North American, but not Kittitian, women and corresponds to difference in low-density lipoprotein contents noted below (Table V) . Among Kittitian men cholesterol concentrations tended to increase with age, but were lower by age-classes than in women. It appears that at low subsistence levels serum cholesterol tends to be lower in men than in women, as for example among immigrant Yemenite Jews (Toor et al., 1957) ; at high subsistence levels the reverse is true (Katz et al., 1958) . (Green et al., 1951) . Data from 11 men of various ages were not distinctive and are not presented. ,-similar between subgroups; they are higher than North American means (Albritton, 1954) and levels found by another method in the Netherland Antilles (Luyken et al., 1959) . The estimates correspond with those by a biuret method (Sols, 1947) graphic abnormalities. These were five men and two women, so that this screening indicates minimum prevalences of 2.3 per 100 in men aged 40-49 and 1.5 in women aged 45-49. However, ischaemic heart disease has been defined (Atherosclerosis and Ischaemic Heart Disease Report, 1957a) as " the cardiac disability arising from reduction of blood supply to the myocardium in association with disease processes in the coronary arterial system," mainly "atherosclerosis of and thrombosis in these vessels"; the definition tends to exclude coronary insufficiency from other causes such as hypertensive heart disease, and the report urges close definition of equivocal cases. Accordingly, Table X in the seven subjects indicated in Table IX (Robertson, 1959 )-namely 1.5/100-and with rates described from electrocardiograms of South African Bantus (Vogelpeol and Schrire, 1955) . Prevalence among Bantu is less than among Cape coloured, and the latter less than in Europeans. Similarly, necropsies indicate a lower prevalence among negroes than among whites in the United States (Thomas et al., 1957) . Comparisons of hearts and aortas of North Carolina with those of Haitian negroes (Groom et al., 1959) (Berkson ct al., 1960) , its influence on coronary atherogenesis seems to be counteracted by other influences, such as low prevalence of hypercholesterolaemia and, possibly, heavy muscular work.
The absence of lipaemia might suggest that the trait for familial hyperlipaemia, which occurs in 2--3% of a student population in Sweden (Hirschhorn et al., 1959) is rare among Kittitian negroes. It seems more likely that the trait does not become manifest in persons doing hard physical work and consuming a low-calorie low-fat diet.
In brief, Kittitians are another population "characterized by subsistence on a low-fat diet that appear to SuLffer a relatively low incidence of coronary heart disease" (Atherosclerosis and Ischaemic Heart Disease Report, 1957b) . The diversity of these groups suggests that influences such as diet and muscular work (Morris, 1960 (Morris, , 1961 (1961) found that washed chylomicrons, produced by both butter and safflower oil meals, were inhibitory to fibrinolysis.
In view of the differing conclusions reached by previous investigators a study of the effect of high-fat nieals on fibrinolysis has been undertaken.
Methods
Plasma fibrinolytic activity was determined by a modification of the method of Bidwell (1953) . The modifications introduced have been described (Ogston and Fullerton, 1961) . Estimations of the residual fibrin were made after incubation for 4, 8, and 24 hours.
Lipaemia was estimated by measturing the optical density of the serum, using a modification of the method described by Schwartz et al. (1952 All subjects were fasted for 10 hours before the fasting sample of blood was obtained about 8.30 a.m., and they were confined to bed for the duration of the experiment.
The subjects used in these experiments were male patients convalescent from a number of conditions, including pneumonia, untreated essential hypertension, myocardial infarction, and patients in whom no organic disease could be found.
Results Most previous -studies have compared fibrinolytic activity after a low-fat meal with that after a high-fat meal in the same subject on different days. This was thought to be necessary because of the diurnal increase in fibrinolysis which occurs in most subjects. For the purposes of the first part of this study it was considered that if alimentary lipaemia did not abolish this normal diurnal increase of fibrinolysis it was unlikely to exert a significant inhibitory effect on fibr-inolysis. Accordingly the diurnal increase in fibrinolytic activity in a 34--hour period was determined in a group of stubjects after a low-fat breakfast, and this change was compared with that found in the 34--hour period after meals of 85 g. of animal fat and 85 g. of vegetable fat in different groups of subjects.
The plasma fibrinolytic activities before and 34 hours after the three meals are shown in Tables I-III and the  mean differences in Table IV . It can be seen that there is little difference in the mean increase in fibrinolysis 
